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In the Claims: 

1 . (Original) A compound of formula 1: 




or a pharrnaceutically acceptable salt thereof, wherein: 
Ring A is selected from the group consisting of: 

(a) a pyridinyl or pyrimidiny) ring that is substituted by (i) -CH 2 C(0)-G and 0-1 R 63 or (ii) 1-2 

R 6 \ and 

(b) a morpholinyl, piperidinyl, piperazinyl, pyrrolidinyl, pyranyL tetrahydrofuranyl, cyclohexyl, 
cyclopentyl or thiomorpholinyl ring that is substituted by (i) -C(R 9 ) 3 , -W-G, or -G, (ii) 0-4 R 6 * and (iii) 
0-1 oxo groups on a ring carbon or 0-2 oxo groups on a ring sulfur; 

each R 6a is independently selected from Ci^ aliphatic, halo, alkoxy, or amino; 

each R 6 * is independently selected from Ci- 3 aliphatic or -N(R 7 )2, and two R 6b on the same or an 
adjacent carbon optionally are taken together with the intervening carbon(s) to form a 5-6 membered ring 
having 1-2 ring heteroatoms selected fromN, O or S; 

W is -Q-, -Q-C(O)-, -C^VCXRW 2 )-, or -C(RV[C(R 9 )(R 12 )]r; 

Q is -C(R 9 ) 2 - or -C(R 9 ) 2 C(R 9 ) 2 -; 

G is -OH,-NR 4 R 5 r -N^CONRV, -N(R 9 )S0 2 (C,_ 3 aliphatic), -N(R*)COCF 3 , -N^CCXC^ 
aliphatic), -N(R 9 )CO(heterocyclyl), -N(R 9 )CO(heteroaryl), -NCR^COCaryl), a 3-7 membered heterocyclyl 
ring, or a 5-6 membered heteroaryl, wherein each of the heteroaryl, aryl and heterocyclyl moieties of G is 
optionally substituted by 1-3 R 10 ; 

R 1 is hydrogen, halo, C,. 3 aliphatic, amino, cyano, (Cj. 3 alkyl),. 2 amino, C^alkoxy, -CONH 2 , - 
N11C0CF 3 , or -CH 2 NH 2 ; 

R 2 is hydrogen, halo, C t 3 aliphatic, -CF 3 ; 
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R 3 is hydrogen, halo, C,* aliphatic, Ci. 6 haloalkyl, Ci. 6 alkoxy, hydroxy, amino, cyano, or (C,_ 6 
alky 1),_ 2 amino; 

R* is hydrogen, 3-7 membered heterocyclyl, or C,. 6 aliphatic; 

R 5 is hydrogen, Cu> aliphatic group or a 3-7 membered heterocyclic ring having 1-2 ring 
heteroatoms selected from N, O, or S, wherein R 5 is optionally substituted by halo, -OR 7 , -CN, -SR S , 
S{Oh*\ -S(0) 2 N(R 7 ) 2 , -C(0)R 7 , -C0 2 R 7 , -N(R 7 ) 2 , -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 8 , or 
-N(R 7 )C(0)N(R 7 ) 2 ; 

each R 7 is independently selected from hydrogen or aliphatic, or two R 7 on the same nitrogen 
atom are taken together with the nitrogen to form a 5-6 membered heteroaryl or heterocyclyl ring; 

each R s is independently selected from aliphatic; 

each R 9 is independently selected from hydrogen or C1.3 aliphatic; 

each R 10 is independently selected from oxo, -R M , -T-R 11 , or -V-T-R 11 ; 

each R u is independently selected from C|. 6 aliphatic, halo, -S(0) 2 N(R 7 ) 2 , -OR 7 , -CN, -SR 8 , - 
S(0) 2 R 8 , -C{0)R 7 , -C0 2 R 7 , -NCR 7 ),, -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 7 , or -N(R 7 )C(0)N(R 7 )2; 

T is a straight or branched C^alkylene chain; 

V is -O-. -N(R 7 )-, -S-, -S(O)-, -S(0) 2 -, -C(O)-, or ~C0 2 -; and 

R 12 is hydrogen or an amino acid side chain. 

2. (Original) The compound of claim 1 where Ring A is a 3-pyridinyl or 5-pyrimidinyl ring substituted 
by 1-2 R 6a groups. 

3. (Original) The compound of claim 2 having formula II -C: 



Y is N or CH; 

R 1 is hydrogen, halo, Cj. 3 aliphatic, amino, cyano, (Ci. 3 alky l)i. 2 amino, Ci. 3 alkoxy, -CONH 2 , 
NHCOCF3. or -CH ? NH 2 ; 




11-C 



wherein: 
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R 2 is hydrogen, halo, C,. 3 aliphatic, -CF 3 ; 

R 3 is hydrogen, halo, CY 6 aliphatic, C^haloalkyl, C^alkoxy, hydroxy, amino, cyano ; or (C,. 6 
alky I) ^2 amino; and 

R 6a is selected from C|. 6 aliphatic or halo. 

4. (Original) The compound of claim 3 where R 63 is methyl. 

5. (Original) The compound of claim 4 where R* is hydrogen, methyl, amino or fluoro; R 2 is hydrogen or 
halo; and R 3 is hydrogen, halo or C l A alkoxy. 

6. (Original) The compound of claim 5 where Y is CH. 

7. (Original) The compound of claim 5 where Y is N. 

8. (Original) The compound of claim I where Ring A is selected from morpholinyl, piperidinyl, 
piperazinyl, pyrrolidinyl, pyranyl, tetrahydrofuranyl, cyclohexyh cyclopentyl or thiomorpholinyl and 
where Ring A is substituted by (i) -C(R 9 ) 3 or -W-G, (ii) OA R 6b and (iii) 0-1 oxo groups on a ring carbon 
or 0-2 oxo groups on a ring sulfur. 

9. (Original) The compound of claim 8 where the -W-G or -C(R*) 3 substituent on Ring A is ortho to the 
position where the beta-carboline portion is attached. 

10. (Original) A compound of formula EH-A: 




III-A 



or a pharmaceutical^ acceptable salt thereof, wherein: 
Ring A is substituted by 0-4 R 6b ; 
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each R 6b is independently selected from C,. 3 aliphatic or -NCR 7 )* and two R 6b on the same or an 
adjacent carbon optionally are taken together with the intervening carbon(s) to form a 5-6 membered ring 
having 1-2 ring heteroatoms selected from N, O or S; 

W is -Q-, -Q-C(O)-, -C(R 9 ) 2 -C(R 9 )(R 12 )-, or -C(R 9 ) 2 -[C(R 9 )(R 12 )hs 

Q is -C(RV or -C(R 9 ) 2 C(R 9 ) 2 s 

G is -OH, -NR 4 R\ -N(R 9 )C0NR 4 R 5 , -NCR^SO^Qo aliphatic), -N^COCFb, -N(R 9 )CO(C M 
aliphatic), -N(R 9 )CO(heterocyclyl), -N(R 9 )CO(heteroaryl), -N(R 9 )CO(aryl), a 3-7 membered heterocyclyl 
ring, or a 5-6 membered heteroaryl, wherein each of the heteroaryl, aryl and heterocyclyl moieties of G is 
optionally substituted by 1-3 R 10 ; 

R 1 is hydrogen, halo, Ci. 3 aliphatic, amino, cyano, (Q. 3 alky 1),. 2 amino, d. 3 alkoxy, -CONH 2 , - 
NHCOCF3, or -CH 2 NH 2 ; 

R 2 is hydrogen, halo, C1.3 aliphatic, -CF 3 ; 

R 3 is hydrogen, halo, Q.* aliphatic, C^haloalkyl, Ci. 6 alkoxy, hydroxy, amino, cyano, or (C^ 
alkyl) t . 2 amino; 

R 4 is hydrogen, 5-6 membered heterocyclyl, or aliphatic; 

R 5 is hydrogen, Ci. 6 aliphatic group or a 5-6 membered heterocyclic ring having 1-2 ring 
heteroatoms selected from N, O, or S, wherein R 5 is optionally substituted by halo, -OR 7 , -CN, -SR 8 , 
-S(0) 2 R 8 , -S(0) 2 N(R 7 )a, -C(0)R 7 , -C0 2 R 7 , -N(R 7 ) 2 , -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 8 , or 
-N(R 7 )C(0)N(R 7 ) 2 ; 

each R 7 is independently selected from hydrogen or C M aliphatic, or two R 7 on the same nitrogen 
atom are taken together with the nitrogen to form a 5-6 membered heteroaryl or heterocyclyl ring; 

each R 8 is independently selected from Q_4 aliphatic; 

each R 9 is independently selected from hydrogen or Ci_ 3 aliphatic; 

each R 10 is independently selected from oxo, -R n , -T-R 11 , or -V-T-R 11 ; 

each R 11 is independently selected from C,. 6 aliphatic, halo, -S(0) 2 N(R 7 ) 2 , -OR 7 , -CN, -SR 8 , - 
SCO^R 8 , -C(0)R 7 , -C0 2 R 7 , -N(R 7 ) 2 , -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 7 , or -N(R 7 )C(0)N(R 7 ) 2 ; 

T is a straight or branched C]_ 4 alkylene chain; 

V is -O-, -N(R 7 )-, -S-, -S(0>, -S(0) 2 -, -C(O)-, or -C0 2 -; and 
R 12 is hydrogen or an amino acid side chain. 

1 1. (Original) The compound of claim 10 having the formula (S)-III-A: 
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(S)-III-A 



N 



where n is 0-4 and R\ R 2 , R\ W, G and R 6b are as defined in claim 10. 

12. (Original) The compound of claim 1 1 where: 
R 1 is hydrogen, halo, methyl or amino; 
R 2 is hydrogen, methyl or halo; 

R 3 is hydrogen, halo, alkoxy , or (C x . 6 aliphatic) 2 amino; 
n is 0-2; 

R 6b is Ct_ 3 aliphatic; 

W is -Q-, -Q-C(O)-, -C(R 9 ) 2 -C(R 9 )(R 12 )-, or -C(R 9 ) 2 -[C(R 9 )(R 12 )] 2 s 
Q is -C(R 9 ) 2 - or -C(R 9 ) 2 C(R\s 

G is -NR 4 R 3 , -N(R 9 )C(0)NR 4 R s , -N(R 9 )S0 2 (C 1 . 3 aliphatic), -N(R 9 )C(0)CF 3 , -NCR^CXXC,* 
aliphatic), and -N^CXKheterocyclyl), ^(R^CXXheteroaryl), -NtR^CXXaryl), a 5-6 membered 
heterocyclyl ring, or a 5-6 membered heteroaryl, wherein each of the heteroaryl, aryl and heterocyclyl 
moieties of G is optionally substituted by 1-3 R 10 ; 

R 4 is hydrogen or Q. 6 aliphatic; 



R 5 is hydrogen or a C|. 6 aliphatic group that is optionally substituted by halo, -OR 7 , -CN, -SR 8 , 
-S(0) 2 R 8 , -S(0) 2 N(R 7 ) 2 , -C(0)R 7 , -C0 2 R 7 , -N(R 7 ) 2 , -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R*, or 
-N(R 7 )C(0)N(R 7 ) 2 ; 



each R 7 is independently selected from hydrogen or Ci. 4 aliphatic, or two R 7 on the same nitrogen 
atom are taken together with the nitrogen to form a 5-6 membered heteroaryl or heterocyclyl ring; 
each R 8 is independently selected from C1.4 aliphatic; 
R 9 is hydrogen; 

each R 10 is independently selected from oxo, R n > T-R 11 , or V-T-R 11 ; 



each R n is independently selected from C,. 6 aliphatic, halo, -S(0) 2 N(R 7 ) 2 , -OR 7 , -CN, -SR 8 , - 
S(0) 2 R 8 , -C(0)R 7 , -C0 2 R 7 , -N(R 7 ) 2 , -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R\ -N(R 7 )C0 2 R 7 , or -N(R 7 )C(0)N(R 7 )2; 
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T is a straight or branched Ci^ alkylene chain; 

V is -O-, -NCR 1 )-, -S-, -S(O)-, -S(0) 2 -, -C(O)-, or -C0 2 -; and 

R 12 is hydrogen, aliphatic, substituted or unsubstituted phenyl, or substituted or unsubstituted 

benzyl. 

13. (Original) The compound of claim 12 where: 

R 1 is hydrogen, methyl, fluoro or amino; 
R 2 is chloro; 

R 3 is hydrogen or alkoxy; 
n is zero or 2; 
R 6b is methyl; 

W is -Q-, -Q-C(O)- or -CCR^-CCR^CR 12 )-; 
Q is -C<R 9 ) 2 - or -aRVXRV; 

G is -NR*R S , -N(R 9 )C(0)NR 4 R 5 , -N(R 9 )C(0)CF 3 , -NCR^CCXQ.o aliphatic), and 
-N(R 9 )CO(heterocyclyl), -N(R 9 )CO(heteroaryl), a 5-6 membered heterocyclyl ring, or a 5-6 rnembered 
heteroaryl, wherein each of the heteroaryl and heterocyclyl moieties of G is optionally substituted by 1-3 
R 10 ; 

R 4 is hydrogen or Ci_6 aliphatic; 
R 5 is hydrogen or Ci_ 6 aliphatic; 

each R 7 is independently selected from hydrogen or aliphatic, or two R 7 on the same nitrogen 
atom are taken together with the nitrogen to form a 5-6 membered heteroaryl or heterocyclyl ring; 
each R 8 is independently selected from aliphatic; 
R 9 is hydrogen; 

each R 10 is independently selected from oxo, R n , T-R n , or V-T-R 11 ; 

each R 11 is independently selected from d. 6 aliphatic, halo, -S(0>2N(R 7 ) 2 , -OR 7 , -CN, -SR 8 , - 
S(0) 2 R 8 , -C(0)R 7 , -C0 2 R 7 , -N(R 7 >2, -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 7 , or -N(R 7 )C(0)N(R 7 ) 2 ; 
T is a straight or branched Q.4 alkylene chain; 

V is -O-, -N(R 7 )-, -S-, -S(O)-, -S(OV, -C(O)-, or -C0 2 -; and 

R 12 is hydrogen, Cj. 6 aliphatic, phenyl, or benzyl. 

14. (Original) A compound of formula (5)-in-A 5 : 
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QyNH 
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H 3 « 



(S)-IIJ-A' 



or a pharmaceuticaJly acceptable salt thereof, wherein: 
R 1 is hydrogen, methyl, fluoro or amino; 
R 2 is chloro; 

R 3 is hydrogen or alkoxy; 

W is -Q-, -Q-C(O)- or -CCRVCCR'XR' 2 )-; 

Q is -C(R V or -C(R 9 ) 2 C(RV; 

G is -NR"R S , -N(R 9 )C(0)NR 4 R 5 , -N(R 9 )C(0)CF 3 , -N(R 9 )CO(C,^ aliphatic), and 
-NCR^CCKheterocyclyl), -N(R 9 )CO(heteroaryl), a 5-6 membered heterocyclyl ring, or a 5-6 membered 
heteroaryl, wherein each of the heteroaryl and heterocyclyl moieties of G is optionally substituted by 1-3 
R 10 ; 

R 4 is hydrogen or Ci^ aliphatic; 
R 5 is hydrogen or Ci_ 6 aliphatic; 

each R 7 is independently selected from hydrogen or Q.4 aliphatic, or two R 7 on the same nitrogen 
atom are taken together with the nitrogen to form a 5-6 membered heteroaryl or heterocyclyl ring; 
each R 8 is independently selected from Cj. 4 aliphatic; 
R 9 is hydrogen; 

each R 10 is independently selected from oxo, R u , T-R 11 , or V-T-R 1 1 ; 

each R n is independently selected from C,. 6 aliphatic, halo, -S(0)2N(R 7 ) 2 , -OR 7 T -CN, -SR 8 , - 
S(0) 2 R a , -C(0)R 7 , -C0 2 R 7 , -N(R 7 ) 2 , -C(0)N(R 7 )2, -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 7 , or -N(R 7 )C(0)N(R 7 V, 
T is a straight or branched C M alkylene chain; 
V is -O-, -N(R 7 )-, -S-, -S(O)-, -S(0) 2 -, -0(0)-, or -C0 2 -; and 
R 12 is hydrogen, C|. 6 aliphatic, phenyl, or benzyl. 

15. (Original) The compound of claim 14 having the formula (S)-lTI-A-a: 
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(S)-lII-A-a 

where R ! is hydrogen, halo, methyl or amino; 
R 2 is hydrogen, methyl or halo; 

R 3 is hydrogen, halo, alkoxy, or (C x . s aliphatic^ amino; 

Ring A is substituted by 0-2 R 6b ; 

R 6 * 5 is C U3 aliphatic; 

Q is -C(RV or -C(R 9 ) 2 C(RV; 

G is -NR 4 R 5 or a substituted or unsubstituted 5-6 membered heterocyclyl ring; 
R 4 is hydrogen or Ci_ 6 aliphatic; 

R 5 is hydrogen or a Q.6 aliphatic group that is optionally substituted by halo, -OR 7 , -CN, -SR 8 , 
-S(0) 2 R 8 , -S(0) 2 N(R 7 )2, -C(0)R 7 , -C0 2 R 7 , -K(R\, -C(0)N(R 7 ) 2> -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 8 , or 
-N(R 7 )C(0)N(R 7 ) 2 ; 

each R 7 is independently selected from hydrogen or Ci 4 aliphatic, or two R 7 on the same nitrogen 
atom are taken together with the nitrogen to form a 5-6 membered heteroaryl or heterocyclyl ring; 
each R 8 is independently selected from Cm aliphatic; and 
each R 9 is independently hydrogen or Cio aliphatic. 
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16. (Original) A compound selected from the group consisting of: 




7 8 9 



(Page 10 of 22) 

PACE 15/27 ■ RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time] * SVR:USPTO-EFXRF.1/8 * DNI8:2738300 • C8ID:617 551 8820 ' DURATION (mm-ss):09-18 



01/29/07 16:09 FAX 617_551 8820 MILLENNIUM 
Practitioner s Docket No. MP103-043P1RNM 



@016 




(Page 11 of 22) 

PACE 16/27 1 RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time] • SVR:USPTO-EFXRF-1/8 * DNIS:2738300 * CSID:617 551 8820 ' DURATION (mm-ss):09-18 



01/29/07 16:0? FAX 617 551 8820 MILLENNIUM 
Practitioner's Docket No. MP103-043P1RNM 



(21017 




(Page 12 of 22) 

PACE 17/27 • RCVD AT 1/29/2007 2:50:31 PM (Eastern Standard Time]* SVR:USPTO-EFXRF.1/8 • ONIS:2738300 • CBID:617 551 8820 ' DURATION (mm-ss):09-18 



01/29/07 16:09 FAX 617 551 8820 



MILLENNIUM 



12)018 



Practitioner's Docket No. MPI03-043P1RNM 






(Page 13 of 22) 

PACE 18/27 * RCVD AT 1/29/2007 2:50:31 PM (Eastern Standard Time] • 6VR:USPTO-EFXRF-1/8 * ONIS:2738300 • CSID:617 551 8820 ■ DURATION (mm-ss):09.18 



01/29/07 16:10 FAX 617 551 8820 MILLENNIUM 
Practitioner's Docket No. MPI03-Q43P1RNM 



@019 





(Page 14 of 22) 

PAGE 19/27 • RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time] " SVR:USPTO-EFXRF-1/8 • DNIS:2738300 - CSID:617 551 8820 • DURATION (mm-ss):09-18 



01/29/07 16:10 FAX 617 551 8820 MILLENNIUM 
Practitioners Docket No. MPI03-043P1RNM 



@020 






(Page 15 of 22) 

PACE 20/27 ' RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time) * SVR:USPTO-EFXRP-1/8 " DNIS:2738300 " CSID:617 551 8820 ■ DURATION <mm-ss):09-18 



01/29/07 16:10 FAl 617 551 8820 MILLENNIUM 
Practitioner's Docket No. MPI03-043P1RNM 



@021 




55 56 



(Page 16 of 22) 

PAGE 21/27 • RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time]* 8VR:USPTO-EFXRF-1/8 • DNIS:2738300 " C8ID:617 551 8820 • DURATION <mm-ssM09-18 



01/29/07 16:10 FAX 617 551 8820 MILLENNIUM 
Practitioner s Docket No. MP103-043P.1 RNM 



@1022 




(Page 17 of 22) 

PAGE 22/27 * RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-1/8 * DNIS:2738300 ' CSID:617 551 8820 * DURATION (mm-ss>:09-18 



01/29/07 16:11 FAX 617 551 8820 



MILLENNIUM 



3)023 



Practitioner's Docket No. MPI03-043P1RNM 




17. (Original) A pharmaceutical composition comprising a compound of claim 1 and a pharmaceutical^ 
acceptable carrier. 

18. (Original) A pharmaceutical composition comprising a compound of claim 16 and a 
pharmaceutically acceptable carrier. 

19. (Withdrawn) A method of treating an IKK-mediated disease comprising administering to a patient in 
need of such treatment a therapeutically effective amount of a compound of claim 1. 

20. (Withdrawn) The method of claim 19 wherein the disease is an inflammatory disease or an immune- 
related disease. 

21. (Withdrawn) The method of claim 19 wherein the disease is selected from the group consisting of 
rheumatoid arthritis, asthma, psoriasis, psoriatic arthritis, chronic obstructive pulmonary disease, 
inflammatory bowel disease or multiple sclerosis. 

22. (Withdrawn) The method of claim 19 wherein the disease is cancer. 

23. (Withdrawn) The method of claim 22 wherein the cancer is selected from lymphoma, multiple 
myeloma, osteolytic bone mestasis, head or neck cancer, lung cancer, prostate cancer or pancreatic 
cancer. 

24. (Withdrawn) The method of claim 23 wherein the cancer is a lymphoma. 
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25. (Withdrawn) A method of inhibiting IKK in a patient in need thereof comprising administering 
the patient a compound of claim I. 

26. (Withdrawn) A compound of formula 3a: 



where R 13 is halo, OH, OR 15 , or a carboxylic acid protecting group; 

R 13 is an aliphatic, aryl, heteroaryl, aralkyl, or heteroaralkyl; 

R 14 is an amino protecting group, hydrogen or -W-G; 

W is-Q-, -Q-C(O)-. -CCR 9 )i-C(R 9 )(R 12 K or -C(R 9 ) 2 -[C(R 9 )(R 12 )]2-; 

Q is -C(R 9 ) 2 - or -ORVXRV. 

G is -OH, -NR 4 R\ -NXR^CONR'R 5 , -N(R 9 )S0 2 (C l . 3 aliphatic), -N(R*)COCF 3 , -N(R 9 )CO(C,^ 
aliphatic), -N(R 9 )CO(heterocyclyl), -N(R 9 )CO(heteroaryl), -N(R 9 )CO(aryl), a 3-7 membered heterocyclyl 
ring, or a 5-6 membered heteroaryl, wherein each of the heteroaryl, aryl and heterocyclyl moieties of G is 
optionally substituted by 1-3 R 10 ; 

R 4 is hydrogen, 3-7 membered heterocyclyl, or Q. 6 aliphatic; 

R 5 is hydrogen, C,. 6 aliphatic group or a 3-7 membered heterocyclic ring having 1-2 ring 
heteroatoms selected from N, O, or S, wherein R 5 is optionally substituted by halo, -OR 7 , -CN, -SR 8 , 
-S(0)2R 8 , -S(0) 2 N(R 7 ) 2 , -C(0)R 7 , -C0 2 R 7 , -N(R 7 ),, -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 8 , or 
-N(R 7 )C(0)N(R 7 ) 2 ; 

each R 7 is independently selected from hydrogen or aliphatic, or two R 7 on the same nitrogen 
atom are taken together with the nitrogen to form a 5-6 membered heteroaryl or heterocyclyl ring; 

each R 8 is independently selected from aliphatic; 

each R 9 is independently selected from hydrogen or Cl 3 aliphatic; 

each R 10 is independently selected from oxo, -R M , -T-R u , or -V-T-R 11 ; 

each R n is independently selected from aliphatic, halo, -S(0) 2 N(R 7 ) 2 , -OR 7 , -CN, -SR 8 , - 
S(0) 2 R 8 , -C(0)R\ -C0 2 R\ -N(R 7 ) 2 , -C(0)N(R 7 ) 2 , -N(R 7 )C(0)R 7 , -N(R 7 )C0 2 R 7 , or -N(R 7 )C(0)N(R 7 )2 ; 

T is a straight or branched C^alkylene chain; 

V is -O-, -N(R 7 )-, -S-, -S(OK -S(0)2-, -C(O)-, or -C0 2 -; and 

R n is hydrogen or an amino acid side chain. 




3a 



(Page 19 of 22) 



PACE 24/27 " RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time] ■ SVR:USPTO-EFXRF-1/8 " ONIS:2738300 ■ CSID:617 551 8820 ' DURATION (mm-ss):09-18 



01/29/07 16:11 FAX 617 551 8820 



MILLENNIUM 



@025 



Practitioner s Docket No. MPI03-043P1RNM 



27. (Withdrawn) The compound of claim 26 that is (S)-3a. 

28. (Original) A compound of formula IV: 




where R 14 is an amino protecting group or hydrogen; 

R 1 is hydrogen, halo, C]_ 3 aliphatic, amino, cyano, (Cio alky l) w amino, C|. 3 alkoxy, -CONH 2 , - 
NHCOCF3, or -CH 2 NH 2 ; 

R 2 is hydrogen, halo, Q.3 aliphatic, -CF 3 ; and 

R 3 is hydrogen, halo, aliphatic, d. 6 haloalkyl, C^alkoxy, hydroxy, amino, cyano, or (C K6 
alkyl)i- 2 amino. 

29. (Original) The compound of claim 28 that is (S)-JV. 

30. (New) A method of treating an inflammatory disease or an immune-related disease comprising 
administering to a patient in need of such treatment a therapeutically effective amount of a compound of 
claim 1. 

31. (New) The method of claim 30 wherein the disease is selected from rheumatoid arthritis, asthma, 
psoriasis, psoriatic arthritis, chronic obstructive pulmonary disease, inflammatory bowel disease or 
multiple sclerosis. 

32. (New) A method of treating cancer comprising administering to a patient in need of such treatment a 
therapeutically effective amount of a compound of claim 1. 

(Page 20 of 22) 

PACE 25/27 * RCVD AT 1/29/2007 2:50:31 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-1/8 " DNIS:2738300 • CSID.617 551 8820 * DURATION (mm-ss):09-1 8 



01/29/07 16:11 FAI 617 551 8820 



MILLENNIUM 



@)026 



Practitioner's Docket No. MP103-043P1RNM 

33. (New) The method of claim 32 wherein the cancer is selected from lymphoma, multiple myeloma, 
osteolytic bone mestasis, head or neck cancer, lung cancer, prostate cancer or pancreatic cancer. 

34. (New) The method of claim 33 wherein the cancer is a lymphoma. 
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